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Remarks 

Applicants have amended the specification to capitalize the trademarks BIACORE, 
EXPACY, CLONTECH, GENBANK, GIBCO, and FICOLL-HISTOPAQUE to comply with the 
U,S. PTO rules regarding the use of trademarks in the patent applications, AccordingJy, no new 
matter has been introduced by the amendments and their entry is respectfully requested. 

Applicants have amended claim 1 to incorporate in it the subject matter of claims 4 and 
11. Accordingly, claims 2, 3, 4 and 1 1 have been cancelled. Applicants have further amended 
claim 1 to refer to a method of treating. No new matter has been introduced by the amendment 
and its entry is respectfully requested. 

Applicants have further cancelled claims 12-40 that were withdrawn as a result of a 
restriction requirement. Applicants reserve the right to continue prosecution of these claims in 
continuation and/or dii-isional applications claiming priority to the present application. 

Applicants have added new claims 41 and 42 directed to preferred embodiments. 
Support for these claims can be found throughout the specification and the original claims. 
Accordingly, no new matter has been introduced by the new claims and their entr>' is respectfully 
requested. 

Claims 1 -7 and 1 0-1 1 were rejected under 35 U.S.C. § 1 1 2. first paragraph as non- 
enabling. Applicants respectfully disagree. However, to expedite prosecution, Applicants have 
amended claim 1 to a preferred embodiment, namely, a method of treatment of a disease wherein 
the cytokine-1 is IL-lF7b, and wherein the IL-1 F7b is administered together with IL-1 8BP or its 
functional variants. 

The Examiner contended that the specification is not enabling because "not all cytokine-1 
proteins nor cytokine-2 receptors are known in the art." The Examiner also contended that not 
all diseases are known that may be caused or enhanced by induction of a receptor of an IL-1 
family. 

Applicants respectfully submit that the rejection be withdrawn for the following reasons. 
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Applicants have amended the claims as described, supra. The amended claims refer to 
use of IL- 1 F7b together with IL- 1 8BP and its functional equivalents that can together bind to a 
cytokine-2 receptor. Accordingly, the cytokine-2 is defined by its capacity to bind the 
combination of IL-lF7b and EL-18BP and its functional equivalents. 

Applicants have clearly established, for the first time, that a combination of administering 
IL-lF7b together with IL-18BP or its functional equivalents can be used to effectively inhibit IL- 
1 8 activity (see, e.g., par. [0083]). Whether all the diseases that are caused by this mecham'sm 
are currently known is not relevant. WTiat is relevant is that the Applicants have discovered an 
improved method to inhibit a signaling pathway using a combination of IL-lF7b and IL- 1 SEP 
and its functional equivalents. 

The Examiner further contended that the structural fragments and functional derivatives 
are not taught in the specification. The Examiner argued, that no guidance is provided as to 
which ftmction is referred to, or which functional activities are to be preserved. The Examiner 
also argued that although the specification gives general guidance for how to make and test 
variants suitable for the use in the methods of the invention, the specification does not present 
detailed methods for preparing muteins, fragments and functional derivatives, of IL-1 8BP. 

Applicants respectfully disagree, and submit that the rejection be withdrawn for the 
following reasons. 

The specification describes, that the function of IL-18BP variants is their capacity to bind 
bind IL-lF7b par. £0087]. Accordingly, a skilled artisan, using routine methods as generally 
described in the specification, for example, using the cross-linking experiments describes, e.g., in 
Example 3 of the specification, would easily be able to determine which variants are within the 
. scope of the claims. 

The Examiner also argued, without providing further evidence as to why, that "the term 
'inhibiting' can read on prevention'* (p. 7, last par. of the Office Action). 

Applicants respectfully disagree and submit that the rejection be withdrawn for the 
following reasons. The term inhibition clearly refers to inhibiting a condition that already 
exhibits a biochemical manifestation as defined by the claims, i.e. induction of cytokine-2 
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activity, which Ls activity of a cytokine to which IL-lF7b is capable of binding. Naturally, 
induction of such a cytokine activity can be detected before the onset of clinical manifestation of 
a disease. However, should an individual be susceptible for a disease, e.g., due to a genetic 
predisposition, the patient may be monitored for the pre-clinical biochemical events, such as 
induction of cytokine activity as defined by the claims. Clearly, if induction is detected, one 
would benefit from inhibition using the method as claimed rather than waiting for the disease to 
first clinically manifest. Accordingly, Applicants submit, that the jnethod of inhibiting a disease 
refers to a condition that is clearly defined by the claims. 

Accordingly, in light of the amendments to the claims and the arguments presented 
above. Applicants submit that the claims comply with the enablement requirement of 35 U.S.C. 
§ 1 12, first paragraph, and that the rejection should be withdrawn. 

Claims I -7 and 10-11 were rejected under 35 U.S.C. § 1 1 2; first paragraph as lacking 
written description. 

The Examiner acknowledged that the specification provides description of inflammatory 
diseases, and gives a variety of examples of such inflammatory disease, and the specification 
also provides sufficient description of "diseases that are caused or enhanced by lL-1 family, 
wherein the cytokine-2 receptor is IL-1 8R." However, the Examiner contended that the 
specification does not provide support for a disease that is caused or enhanced by induction of a 
c>'tokine-2 receptor, in a patient in need thereof, the cytokine-2 being a member of the IL-1 
family. 

The Examiner further contended that the functional derivatives of n.-18BP were not 
sufficiently described in the specification. 

The Examiner also contended that all c>tokine-2 receptors or cytokine- 1 polypeptides 
were not sufficiently described in the specification. 

Applicants respectfully submit that the rejections be withdrawn for the following reasons. 

Accordingly, Applicants submit that the claims now comply with the written description 
requirement under 35 U.S.C. §1 12, first paragraph. 
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Claims 1 -7 and 1 0-1 1 were further rejected mder 35 U.S.C. § 1 12, first paragraph as 
lacking written description. 

Claims 2 and 1 1 were further rejected under 35 U»S.C. §112, first paragraph because the 
Examiner alleged that the cytokine- 1 isoforms, muteins, fused proteins, and fragments that are 
able to bind IL-1 8BP or its isoform, mutein, fused protein or fragment thereof; and IL-18BP or 
its mutein, fused protein, functional derivative or fragment thereof are not described in sufficient 
detail in the specification. 

Applicants have cancelled claims 2 and 1 1 . Accordingly, the rejection has been obviated. 

As discussed, supra. Applicants have amended the claims to expedite prosecution of 
preferred embodiments. Applicants submit that the amended claims comply with the written 
description requirement of 35 U.S.C. §1 12, first paragraph for the following reasons. 

The structure of IL-18BP is well known and the functional requirements for the claims 
are described, e.g„ in par. [0087] and Example 3, the specification provides ample written 
description for the IL-1 8BP functional variants. 

Accordingly, Applicants submit that the amended claims comply with the written 
description requirement of 35 U.S.C. §112, first paragraph. 

Claim 6 was further rejected under 35 U.S.C. §1 12, first paragraph because the Examiner 
alleged that the "signaling chain" of the cytokine-2 receptor is not sufficiently described in the 
specification. 

Applicants respectfully disagree, and submit that the rejection be withdrawn for the 
following reasons. 

For example, at page 4, paragraph [0012] the specification describes an example of 
signaling chains. It is known, that the activit>' of the c>nokines in the cytokine- 1 family is 
mediated via a receptor complex consisting of the ligand-binding chain and a signaling chain. 
Upon binding of a ligand to the ligand-binding chain and formation of the hetero complex with 
the signaling chain, the c>'tokine induces activation of its pathway. While this is exemplified 
using IL-18. similar mechanisms are known in other IL-1 family cytokines. 
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Accordingly, Applicants respcctfiiUy submit that the claim 6 complies with the 35 U,S.C. 
§ 1 12, written description requirement, and that the rejection should be withdrawn. 

Claims 2 and 1 1 were also rejected under 35 U.S.C. § 1 12, second paragraph. The 
Examiner contended that because the specification does not provide detailed structures of the 
cytokine-1 protein isoforms, muteins, fused proteins and fragments thereof that can bind IL- 
18BP or its isoforms, muteins, fused proteins, or fragments thereof, a skilled artisan cannot 
determine the metes and bounds of the claimed invention. Similarly, the Examiner further 
contended that because the specification does not provide detailed structural description of IL- 
18BP or its muteins, fused proteins, functional derivatives or fragments thereof, a skilled artisan 
cannot determine the metes and bounds of the claimed invention. 

Applicants have cancelled claims 2 and 1 1 . 

Applicants further submit, that because the structure of the ILl 8BP is known and the 
function of the derivatives useful in the methods of the invention are disclosed. Accordingly, 
Applicants submit that the amended claims comply with the requirements under 35 U.S.C. §1 12, 
second paragraph. 

Claim 6 was rejected under 35 U.S.C, § 1 1 2, second paragraph. Applicants submit, that 
the rejection be withdrawn for the reasons described, supra. Namely, because it is well known to 
one skilled in the art what the signaling chain of a cytokine receptor means. 

Accordingly, Applicants respectfully submit that claim 6 complies with 35 U.S.C. §1 12, 
second paragraph, and thus the rejection should be withdrawn. 

Claims 1-7 and 10 were rejected under 35 U.S.C. 102(b) as being anticipated by WO 
2001/40247. Applicants have amended claim 1 to incoiporate the subject matter of claim 1 1. 
WO 2001/40247does not teach or suggest treating a disease using IL-lF7b together with IL- 
18BP. Accordingly, in light of the amendments to the claims. Applicants submit that the 
rejection be withdrawn. 

Clauns 1-7 and 10 were rejected under 35 U.S.C. 102(e) as being anticipated by 
McDonnell et al. Applicants have amended claim 1 to incorporate the subject matter of claim 1 1 . 
McDonnell et al. does not teach or suggest treating a disease using IL-lF7b together with IL- 
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1 8BP. Accordingly, in light of the eimendments to the claims, Applicants submit that the 
rejection be withdrawn. 

Claims 1-7 and 10-1 1 were rejected under 35 U.S.C. 103(a) as being unpatentable over 
McDonnell and WO 2001/40247 in view of Pan et al. and further in view of Kumar et al. 

Applicants respectfully disagree and submit that the rejection be withdrawn for the 
following reasons. 

Applicants have surprisingly found that administration of IL-lF7b together with IL-I8BP 
more effectively inhibits IL-I8BP activity. As discussed, supra, neither McDonnell nor WO 
2001/40247 teach or suggest using IL-lF7b together with IL-18BP for treatment of diseases. 
Combining Pan et al. whh these references does not cure this lack of teaching. While both ILl - 
7Fb and IL-18BP inhibit IL-18 separately this does not explain the unexpected increase in the 
inhibition when the two are combined. As discussed in the specification, contrary to the 
hypothesis based on the mechanism how the two molecxiles inhibit IL-1 8 induction, the 
combination of IL-lF7b was found to surprisingly increase the ability of IL-18BP to inhibit IL- 
18, (see, e.g.. Example 4, particularly par, [0O133J). Accordingly, the unexpected improvement 
in inhibition was neither taught nor suggested by the cited references. 

Accordingly, Applicants submit that the rejection of the claims under 35 U.S.C. 103(a) as 
being unpatentable over McDonnell and WO 2001/40247 in view of Pan et al. be withdrawn. 

In view of the foregoing amendment and remarks, it is respectfully submitted that all 
claims are in condition for allowance. Early and favorable action is respectfully requested- 




Respectfully submitted. 



ikVid S. Resnick (Reg. No. 34,235) 
Leena H. Karttunen (L0207) 
NIXON PEABODY LLP 
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